A replication-defective recombinant adenovirus (RAd), RAdCMV-CEI, containing core and E l genes of hepatitis C virus (HCV) was constructed. RAdCMV-CE1 was able to express coreand E l proteins both in miae and human cells. lmmunization of BALBIc mice with RAdCMV-CEI induced a specific cytotoxic T-cell response against the two HCV proteins. This response was characterized using a panel of 60 synthetic 14-or 15-mer overlapping peptides (10 amino-acid overlap) spanning the entire sequence of these proteins. F i e mam epitopes were found in the core protein, four of which had been previously descrlbed either in mice or humans. One single novel epitope was found in El. Fine mapping of this E l determinanf, showed that octamer GHRMAWDM is the minimal epitope rewgnized by cytotoxic T lymphocytes (GTL). The cytotoxic T-cell response was H-P restricted, lasted for at least 100 days, and was mediated by T cells with the classic CD4-CD8+ phenotype, This work demonstrates that replication-defective reccmbinant adenoviruses can eificiently express HCV proteins and are abb to induce an in vivo cytotoxicT-cell response againct a diversity of epitopes from HCV antigens. These vectors shouid be taken tnto consideration in the design of vaocines and also as a means to stimulate specific T-cell responses in chronic HCV

